any rise detected in routine weekly serum G.-O.T. estimations should, in the present state of our knowledge, be treated as presumptive evidence of early liver damage and that the drug be discontinued.
Conclusions.-Perhaps of most interest is the question whether iproniazid is a general euphoriant or whether it acts only on those patients whose depression is due to a specific metabolic abnormality which has yet to be identified. The striking response to iproniazid noted in some patients compared with the apparent ineffectiveness of the drug in others suggests that the latter may be true. Certainly it did appear that, prior to treatment, there was a lower turnover of 5-hydroxyindole metabolism, as judged by the urinary excretion of 5-HIAA, in patients who subsequently responded to iproniazid, compared with patients who did not respond. On the other hand, neither parenteral 5-HTP nor DOPA, in the dosage used, resulted in any symptomatic improvement and it may be that other amines reported to be affected by mono-amine oxidase inhibitors are of importance (Udenfriend, 1959) .
Be that as it may, the present position is that iproniazid is providing an enormous stimulus to the development of a rational chemotherapy of depression. While it is to be hoped that future amine oxidase inhibitors will be free of hepatotoxic effects, the use of iproniazid in clinical practice should always be carefully considered, and, if used, accompanied by weekly serum G.-O.T. estimations.Introduction IT is traditional to begin papers such as this dealing with depersonalization by paying tribute to the ubiquity and versatility of the phenomenon, citing in illustration the experiences of Wordsworth, Amiel and Charles Morgan and continuing with the depersonalization occurring in schizophrenia, affective disorder, obsessional states, temporal lobe epilepsy, head injury, encephalitis, carbon monoxide poisoning, hashish intoxication and botulism. Although all such experiences and observations must be taken into consideration in any examination of the psychopathology of the phenomenon, such a list is somewhat misleading. A fleeting depersonalization is a common and perhaps a universal experience; it is a persistent and intractable change in the experience of the self or the outer world that presents the psychiatrist with such baffling problems. Further, such a list appears to confer an equal status to the very rare and the commonplace. And a similar one could be compiled for the majority of entities known to psychiatry, certainly hysteria, anxiety state, obsessional disorder and endogenous depression.
The great majority of cases of depersonalization seen in everyday psychiatric practice are neither caused by a gross cerebral lesion nor found in the setting of any constitution as specific as that of the schizophrenic or manic-depressive. There is much evidence to suggest that cerebral mechanisms as subtle, elusive and yet as commonplace as those underlying neurotic disorders are likely to be at work. The investigations which are the subject of this paper were prompted by studies some years ago of a succession of 4 cases, in each of which a chronic neurosis with prominent depersonalization followed a sudden calamity. One of these will now be described.
An attractive, lively but naive and emotionallyimmature girl was prevailed upon by her masterful, domineering mother to break her engagement with a gentle and taciturn clergyman on account of his poor financial prospects and unimpressive personality. For a month thereafter she was tense, mildly depressed, restless at night and lacking in concentration at her work. At this time, the home being crowded with visitors one week-end, the girl was asked to share a bed with her aunt. During the night she awoke to find her aunt, who was aged 60, dead beside her. Her memory for the subsequent three to four hours was hazy, but according to her parents, she rushed about the house in uncontrollable terror and excitement, complained that she could not see, implored her parents to switch on the lights which were fully lit, pinched herself all over, shouting in a frenzied way that she was numb and dead, and asked others to stick pins into her to assure her she was alive. After she had been sedated and put to bed, she insisted that her breathing and heart beat were about to stop and proceeded deliberately to breathe in and out keeping her finger constantly on her pulse. For two to three days there were periods of excitement in which she ran berserk destroying whatever she could seize. Thereafter the picture, which was to last in chronic form for years, crystallized in complaints that she was dead from the neck down, she felt divided in two, one were initiated by a sudden, unexplained syncopal attack, almost invariably followed by a fearladen preoccupation with the possibility of fainting again, and usually an intense phobic aversion to leaving home, as well as depersonalization. In 3 of these patients consciousness had been lost on more than one occasion and in 2 of them convulsive movements had been observed during the attacks, although these had the unmistakable characteristics of syncope in that dimness of vision, feelings of faintness and loss of equilibrium preceded the loss of consciousness. A diagnosis of temporal lobe epilepsy had been previously made in 2 of these cases, yet the EEG was in each instance normal and attacks had been confined to the first few months following the onset of the disorder and, in the 6 patients whose illness had been in progress for a number of years, there had been complaints of faintness or "giddiness" but no further loss of consciousness. None of these patients is at present on anticonvulsant medication. A third of the cases suffered during the chronic phase of the disorder from feelings of faintness or unsteadiness, the difference from neurotic controls being statistically significant (males P <0-01, females P <O005).
There are other observations to suggest that the cerebral mechanisms concerned with the regulation of awareness may have some special significance for the physiopathology of the phenomenon. Thus one patient of 59 suffered a third attack of pneumonia. Following two previous attacks, ten and fifteen years earlier, he had been wildly delirious and during one of these bouts had run berserk and destroyed much of the furniture in the room where he was being nursed. He could remember nothing of these happenings. During the third attack, for which he was given antibiotics, there was no frank delirium, but he was drowsy, hazy in thought, inattentive, and experienced a constant distortion of visual perception, the furniture appearing constantly to change in shape, and walls and ceiling to undergo a pulsating movement advancing towards and receding from him. A severe phobic anxiety and depersonalization merged insensibly with these experiences.
Moreover, in 11 8 % of cases a brief period of clouding of consciousness had occurred at some stage of the disorder, in most instances at the commencement of the illness, immediately after the impact of the acute trauma. One patient became stuporous and another, after being told he looked dreadfully ill, became disorientated, incoherent in speech and finally violently aggressive. He remained clouded for twentyfour hours and was subsequently completely amnesic for this period. In a number of cases, after a period of diffuse anxiety there was an interval of hours or days following the acute trauma and the depersonalization began after a sudden start from half-sleep usually preceded by a vague awareness of palpitations or some other bodily discomfort. For a long period thereafter these patients would fear going to sleep lest they sank to death and surges of panic when on the point of losing consciousness were common. Although these cases form only a small proportion of the total material, in precipitating factors, subsequent course and premorbid personality they manifest no clear differences from the remaining cases.
Depersonalization and Phobic Anxiety
There were the usual distressing feelings of change in the self, of negative transfiguration of the outer world, commonly with a compelling self-scrutiny and an oppressive sense of loss of spontaneity in movement, thought and feeling.
This loss of spontaneity led to the patients' complaints that activities no longer flowed from them unawares, as it were; they were compelled to scrutinize each thought, act and emotion in its detailed development. There was an associated subjective experience of automaton-like behaviour and of being a passive spectator of the activities in which the self was engaged. The impression conveyed by these subjective descriptions was that of an awareness suspended somewhere midway between the levels of nervous function appropriate to voluntary and automatic or secondarily automatized activities.
Only passing mention can be made of the subjective experiences of bodily changes-the torso transmuted to marble, the head, in one case, "inflated with cold air like a balloon", the hands enlarged and dead in the mornings, "the fingers just strings of sausages", the illusion of a change in shape (rendered by an intelligent patient in helpless perplexity, "I have been transformed into an object with square outlines"). Just under half the patients were derealized; the world had become unfamiliar, still, remote. A deadness, unrelenting and ubiquitous, descended upon it. A number of patients complained of an ineffable dread of faces on the television or cinema screen-they had acquired a sinister, evil aspect sometimes associated with an illusion of distortion of mouth, nose or eyes.
The symptoms of depersonalization were associated with a phobic anxiety which varied in severity but was characteristic and uniform in pattern and invariably present. In a few cases there were auditory hallucinations with insight and two patients described olfactory hallucinations, one of these perceiving during attacks the smell of the "lilies of the valley" talcum powder that had been used by his mother who had died of a carcinoma of the breast. Other symptoms were hyperacusis and acute autonomic disturbances occurring, in some instances, during short-lived, sharply-defined exacerbations of depersonalization, associated with a sense of inexpressible dread or horror, and probably a slight dimming of awareness. Time passed quickly or slowly, the past or future seemed remote or the patient might feel himself outside of time altogether. One patient experienced on four occasions an autoscopic hallucination, observing himself walking down the street in broad daylight. Another described attacks in which people would change into animals as he looked at them. 15 % of our cases experienced the "private cinema" phenomenon; the patient on closing his eyes in the awake state seeing lattices, flashes of light, stars and spirals which might take shape as an ever-moving succession of objects, animals or faces as if an endless film strip were being projected before him. This phenomenon has been described in pre-delirious and subacute delirious states as also after administration of hallucinogenic drugs and may have some bearing upon the oetiology of the syndrome.
A Pan-neurosis Hysterical symptoms such as numbness, loss of use of limbs, aphonia, globus hystericus, a coarse generalized tremor or dimness of vision are relatively common in the acute phase of the illness and may be seen during the chronic stage of the disorder (Shorvon, 1946) . The incidence of such features was 26%, but had we included all instances of histrionic, importunate behaviour and the strange, incongruous levity with which many patients describe their sufferings, the proportion would have been higher. Other features commonly present were vasomotor disturbances with epigastric discomfort, palpitations, diarrheea, headache and insomnia (74%), mild obsessional symptoms usually of a ruminative kind and rarely to the forefront of the clinical picture (66%), a hypochondriacal selfscrutiny and preoccupation (45 %) and a variable depressive colouring (53 8 %), usually in the form of a labile, brooding gloom reminiscent of 590 reactive depression but giving rise to difficulties in diagnosis, particularly in the older patients. In the latter, the abrupt step-like onset of the illness often for the first time in the life of the patient, the intensity of the depression with frequent suicidal ruminations and some attempts, and the extreme agitation and restlessness in some cases, all contributed to create a close resemblance to endogenous depression. Yet the association with this condition is rare. E.C.T. had been administered in 24 of the cases and with one exception the benefit proved transient and was confined to the depression. The depersonalization and phobic features were exacerbated in the majority of cases and unaffected in the others. Moreover, fluctuations were frequently observed and, at times, readily induced by means of drugs in the depressive symptoms, hysterical features, vasomotor disturbances and hypochondriacal preoccupations without corresponding change in the phobic anxiety or depersonalization, whereas recovery or amelioration of the latter was associated with corresponding changes in the neurosis as a whole.
Psychotic Features
Included in this material are 5 cases who have each had a short-lived psychotic episode with features such as paranoid delusions, auditory hallucinations and, in one instance, ideas of influence that raised a suspicion of schizophrenia. We have felt justified in including these cases as probable variants of the syndrome for the following reasons. In each instance the illness had begun as in the other cases, the trauma in this group being of a particularly painful and distressing nature. The psychotic features subsided within a matter of weeks, the clinical picture returning to the pan-neurosis dominated by depersonalization and phobias which had preceded it, except in the one case in which the psychosis ushered in the illness and receded to reveal this picture. The symptomatology was florid and in all but one case some dimming of consciousness was present at some stage. Good rapport was invariable even in a terrified, hallucinated and perplexed child of 14 whose first attack had commenced after a visit to her father's grave. During the psychotic phase the symptoms of depersonalization assumed an indubitably delusional form but when it had receded the identical distortion in the subjective experience of the self and outside world were complained of, now qualified by "as if" statements.
For these and other reasons that there is no time to discuss here, I suspect we are dealing in this group of cases with a phenomenon which belongs to the interesting area that is becoming differentiated at the peripheries of schizophrenia and is occupied by such conditions as the short-lived psychoses of battle stress, the oneiroid states, the psychogenic psychoses, some of the phenomena induced by hallucinogenic drugs. I would suspect also that a phenomenon closely similar to the whole phobic anxiety-depersonalization syndrome is classified under the heading of "pseudo-neurotic schizophrenia" in North America (Hoch and Polatin, 1949) , an inveterate neurosis in the description of which phobias and depersonalization are mentioned and intermittent psychotic episodes are said to occur. If our analysis of the symptomatology of these cases should prove the correct one, a more appropriate title would perhaps be "pseudoschizophrenic neurosis".
Family Background and Development
A family history of clear-cut neurotic breakdown in first degree relations was given by 21.4% of patients under the age of 35 and in only 4-9% of those over this age. 5 9% and 3-3 % of these groups respectively gave a history of psychosis in first degree relations. These figures are considerably in excess of those obtained for the control groups and although a first comparison of these crude percentages does not yield statistically significant results, the figures are clearly worthy of more detailed analysis. It is of interest that the males proved to be a constitutionally more abnormal group by this as well as by a number of other criteria; the old were likewise less abnormal than the young in this and in other respects. We have been unable to confirm the findings of Wittels (1940) and Shorvon (1946) of a high incidence of disturbed parent-child relations in cases with depersonalization. The findings tended, in fact, to confirm a clinical impression that the patients had come from unusually stable and closely-knit families. The incidence of neurotic traits in childhood was rather higher than in the two control groups and particularly so for mild, long-standing phobias. A relatively common phobia found just as often in cases with depersonalization as in those with phobic anxiety alone was an aversion confined to church or to assembly or prayers at school which seemed to have issued from an experience of faintness or urgency of micturition in one of these settings. The aversion had caused little disability and had remained well encapsulated until the eruption of the full neurotic illness in late adult life. Illhealth in childhood had been present in about a fifth of the cases, the males showing a slightly higher incidence. The neurotic groups differed from the normal controls but not significantly from each other in this respect. However, an unstable work record was more than twice as common among the neurotic controls as among the phobic anxiety-depersonalization group which was in accord with other evidence that the latter were a relatively stable group of neurotics. A previous history of a clearly defined neurotic illness was elicited in 16% of cases which was a little lower than in the neurotic controls, a somewhat unexpected finding in view of the relatively high proportion of patients over 35 and substantial numbers beyond their fifties.
Previous Personality
Patients were assessed by means of pre-defined clinical criteria for a number of personality traits. They proved to be more dependent, immature, obsessional and anxiety prone and afflicted with mild, chronic phobias than other neurotics, as well as normal controls, to a statistically significant degree. In shyness and social reserve and emotional lability they differed significantly from the normals but were broadly similar to other neurotics while hysterical traits, particularly among the men, were less common than in other neurotics. Our patients were conscientious and scrupulous individuals, people of order and method, the women regarded by their husbands and families as exemplary mothers and housewives and often by their family doctors as "the last person to be neurotic". They were cautious, inclined to be routine-bound, but rarely to the point of gross inadaptability, and obsessional rituals, compulsive checkings and ruminations were rare. In physique and general appearance they were younger than their years. Their demeanour, emotional expression and judgment were immature. The relationship of the women with their mothers tended to be close, intense and often excluded contact outside the immediate family circle.
An interesting facet of the immaturity was the high incidence (60%) of total frigidity among the women, the difference from normal controls being highly significant (P <0-01) yet investigations revealed that the proportion of women married was significantly greater and of those single, lower, than in the general population of the area of comparable age. Yet the proportion of discordant and failed marriages was surprisingly low. The evidence suggested that these women had sought marriage for security and had striven to maintain their marriage ties. The men for whom marriage could be assumed to constitute an additional burden rather than a haven, proved to be a representative sample of the normal population with regard to their marital status.
Despite certain assets then, the general run of our patients could be regarded as vulnerable because of their rigidity, dependence, immaturity, their incapacity for adult tenderness and affection and their lives narrowly restricted to the pattern set in their youth. It may be suspected that theirs is a world which is perhaps readily made to appear to be crumbling about them under the threat of death or illness. But there were conspicuous exceptions, mainly among those whose first breakdown had occurred after the forties and who had often successfully shouldered a lifetime of heavy responsibility and much vicissitude without any sign of yielding under the strain. There were mothers who had brought up large families of children and men who had been through heavy action in war-a superintendent and a sergeant of police, each with a record of some distinction.
EEG and Biochemical Observations
In 17 out of 60 patients the EEG was classed as abnormal on account of excess theta activity and, in a few cases, medium voltage delta activity in the temporal and occipital areas. The incidence of abnormal records was not significantly different from that in a control group of 32 patients.
The urinary catechol amines have been estimated in 22 patients by Mr. C. Merrills. The mean levels for adrenaline proved to be 19-3 mg. per twenty-four hours (range 6-5 to 49) and for noradrenaline 41-4 mg. per twentyfour hours (range 9 1 to 84). Eight observations on patients who have completed a course of thiopentone injections revealed no significant change in the adrenaline levels (17-05 mg. per twenty-four hours, range 6-7 to' 27) but mean noradrenaline had fallen to 10-7 mg. per twentyfour hours (range 0 to 18-8).
Discussion
We have to consider the possibility that we have collected a large number of cases of hysteria, obsessional states, anxiety neurosis, depression and possibly schizophrenia and from this heterogeneous material fashioned a syndrome using a technique familiarized by Procrustes. Such a criticism is implicit in the viewpoint recently adopted in two interesting papers by Ackner (1954) who considers that depersonalization is always merely one component of one of the accepted forms of psychiatric illness. However, if one group of symptoms is no more than an epiphenomenon of another group, it must be shown to co-vary with the latter. Yet the depressive, hysterical and hypochondriacal features, the psychotic symptoms in the small group of "schizophreniform" cases and even the overt anxiety and vasomotor disturbance were the most labile and variable components 20 592 of the clinical picture, frequently undergoing amelioration either spontaneously or in response to treatment without corresponding improvement in the depersonalization and phobic aversions. The results quoted in the cases of the depressive symptoms after convulsive therapy were one example of this trend. On the other hand, when phobias subsided, the remaining symptoms were almost invariably abolished as a whole. It would seem, therefore, that it is the depersonalization and phobic symptoms that constitute the essential core of the illness and the other features, the reactive or secondary phenomena.
That the symptoms we regard as the specific core of the syndrome may occur in association with an indubitable schizophrenic or depressive psychosis, as also other forms of psychiatric illness, is not in doubt. But they are to be found only in a very small proportion of cases of these disorders. And if the depersonalization, for example, is at all prominent, it almost invariably resists the treatments to which the remaining symptoms frequently respond. If the existence of a fringe of cases in which a given symptom complex was found in association with some other disorder were allowed to call into question the claims as to independent nosological status of the former, few entities known to psychiatry or, for that matter, to medicine, would survive the test.
As far as precipitating factors are concerned the general consensus of psychiatric opinion is that, as the last of a succession of stresses each of which impinges upon everyone at some time or another, they may be dismissed as playing an insignificant part in the causation of neurotic disorders. There are three unvalidated assumptions implicit in the view that the stresses associated with the onset of a neurotic disorder are of a commonplace kind: (1) that the response of the normal population to stresses such as those described above, for example, is known, (2) that the general run of individuals may be assumed to surmount them without ill-effects, and (3) that the premorbid powers of adaptation of an individual suffering from a neurotic breakdown may be reliably assessed. These assumptions, whose validity is in each case open to doubt, have the effect of directing psychiatric enquiry mainly towards the individual's susceptibilities and defences and the early influences that have shaped them, largely to the exclusion of the immediate causes of the illness and its detailed symptomatology. Yet objective and reliable information is rarely to be had about the former, more readily elicited in the latter.
The neglect of the study of the precipitating factors in neurotic illness is all the more surprising in that the association between acute fear and neurotic breakdown in times of war is well recognized and particularly illuminating and important observations on the so-called "fright" neuroses were recorded by German authors such as Bonhoeffer (1911) , Gaupp (1911 ), Kretschmer (1917 , Wetzel (1921) , Kleist (1934) and Kardiner (1941) , based on experiences during the First World War. These observations were extended during the Second World War (Grinker and Spiegel, 1945; Sargant and Slater, 1940; Sargant, 1957) .
The reason why the knowledge thus accumulated has made so little impression on the theory and practice of psychiatry in peacetime is to be sought, I believe, in the views that have been expressed among others by Kardiner about the specificity of the neuroses of-war and Kretschmer in relation to the duration of the "fright" neurosis and its relationship to "hysteria". The former held that conditions of modern warfare gave rise to unique patterns of neurosis normally produced in peacetime only during vast calamity situations such as earthquakes and tidal waves. And yet many of our patients had experienced stresses that must have been comparable in severity with those prevalent in times of war and which had, moreover, a close and impressive association with the onset of their neurotic illness. Kretschmer held that the "fright" neurosis was always an evanescent phenomenon. The reasons for its chronic perpetuation were to be sought in the insinuation of a wish, of a desire to escape into illness. This would throw the main burden of causation in chronic cases upon the previous personality and its unconscious needs and desires which the stress at onset had served merely to reveal. However, studies of the long-term course of the traumatic neuroses of war have been few and far between and there would appear to be little objective evidence that all chronicity can be thus assumed to be "motivated" or "hysterical". In our cases while half-conscious appeal for sustenance and support and a desire to perpetuate a dependent role were possible factors in chronicity in a very few cases, they seemed very unlikely to play a part in many more. One wonders how much views such as Kretschmer's owed to the ever-present emotional conflicts and the complications introduced by pension claims which are so prone to obfuscate considerations of etiology in times of war.
The resemblance between the syndrome we have studied which almost invariably presents in the chronic stage and the illness described in the available literature on the chronic stage of the neuroses initiated by overwhelming fear seems to me to be suggestive. Although the disorders are described in Kardiner's account under such headings as hypochondriasis, transference neurosis, defensive ceremonials, psychosomatic disorders, sensorimotor disorders and "acute shock psychosis and the epileptic symptom complex", there are certain features which transcend the different categories and with which we have become very familiar: the syncopal attacks with fear of losing consciousness, the anxiety about falling asleep, the terrified starts from slumber, the phenomena strongly reminiscent of temporal lobe dysfunction, the hysterical and obsessional features, the phobias and symptoms suggestive of depersonalization. The cases also have in common the transient stage of clouding of consciousness after the impact of stress in a proportion of cases.
There are obvious difficulties in the interpretation of what constitutes stress. But from the consistencies in the character of the precipitating factors, the immediate and impressive psychological effects they produce, the clear differences in these respects from other neuroses and the similarities discussed above we have concluded that the stresses at onset must play a part in the causation of the illness that follows.
However, in a small proportion, the phobic anxiety-depersonalization commences spontaneously or after an unexplained syncopal attack. Moreover the stresses impinge upon individuals who are dependent, inflexible and immature and had possibly been conditioned to respond in an exaggerated way to situations of a fearful and calamitous nature. This is clearly part of the explanation for the overwhelming effect they exert. But here again there were many, particularly among the older patients, in whom investigations failed to. reveal such Achilles' heels. In either case the clinical picture is the same. We deal not with a graded affective response, but with a phenomenon that has "all or none" characteristics. Moreover, neither calamities nor dependence, immaturity, rigidity and their psychological antecedents, clearly relevant as they are, can wholly explain an illness of which depersonalization, d6j& vu phenomena, syncopal attacks and phobias are features. There is a gap which psychological explanations cannot bridge.
The only ways we have at our disposal for evoking depersonalization at will, namely, the administration of hallucinogenic drugs and the stimulation of the temporal cortex, involve an indubitable change in the level of awareness, yet one so subtle that some of the experiences are often registered and retained and subsequently recalled. And as in the phobic anxietydepersonalization syndrome, we deal with phenomena that may run the whole gamut of temporal lobe symptomatology and are associated with disturbances in the integration of perception, emotion and the temporal sequence of events and involve in addition a small hazard of loss of consciousness, it seems likely that we are dealing with some chronic derangement of the mechanisms regulating awareness; in these states we are concerned with one of those steplike arrests of arousal with which we are familiar at deeper levels in the patterns of delirium and irreversible coma. This hypothesis, crude though it is, has the merit of meaningfully linking with the three main modes of onset defined in this condition: calamity, acute physical illness and the exhaustion or anesthesia associated with childbirth. A number of other observations fall into place: the frequent feelings of faintness and the syncopal attacks, the acute psychotic episodes often with clouding of the sensorium now seen as having affinities with the shortlived "schizophrenias" of battle stress.
Depersonalization or dissociation of consciousness which often attends acute stress may be suspected as playing a purposive role when short-lived in that it probably helps to prevent the individual from being overwhelmed by emotion. In the light of the foregoing discussion, the neurosis we have described may be viewed biologically as the maladaptive prolongation of a protective response. In a high proportion of cases the illness follows upon a calamity or acute physical illness, the incidence of such specific precipitants being significantly different from that in a control group of neurotics. The patients are dependent and immature but also scrupulous, fastidious and inflexible; they differ significantly in these respects from other neurotics and from normal controls, but observed differences are based largely on clinical studies at the present time. The EEG does not differ significantly from that in control cases but preliminary studies reveal a sharp fall in urinary noradrenaline following a course of thiopentone injections. Reasons are adduced for concluding that the calamitous situations at onset play some part in causation.
Summary
They impinge upon personalities that are predisposed to respond in an exaggerated way to such stresses, but it is considered that motivation in the ordinary sense cannot explain the chronicity of the majority of these cases, nor the stamp of a subtle cerebral disorder which is characteristic of them. Certain features suggest that a subtle, sustained disturbance in the function of the temporal lobes or limbic system may be involved in the perpetuation of the phenomenon.
Thiopentone Treatment of the Phobic Anxiety-depersonalization Syndrome A Preliminary Report [Abridged] By ARTHUR KING, M.B., D.P.M., and J. CRAWFORD LIrrLE, M.R.C.P.Ed., D.P.M.
Newcastle upon Tyne THIS paper is concerned with the results of a controlled trial of a form of treatment adapted from Pentothal abreaction (Sargant and Slater, 1940; Shorvon, 1946) . It was observed by Professor Roth that a series of 10 to 12 Pentothal injections administered three times weekly brought about a cumulative relief in the tension and depersonalization, even when no abreaction had taken place. A form of thiopentone sleep treatment was therefore developed, in the course of which 25% solution is injected at a rate sufficient to induce light sleep in about fifteen minutes. Discussion with the patient is confined to simple explanation and reassurance during the stage of induction. The injections are given on alternate days and in patients who respond improvement generally begins after three to four treatments and continues during the remainder of the course, and in many cases after its termination. It is of interest that prior to the amelioration in psychiatric symptoms, an improvement in the patient's complexion and ,general appearance and well-being, reminiscent of that seen in the course of E.C.T., is often observed.
Of a preliminary series of 32 patients, many of whom were chronic invalids, 16 became largely or wholly symptom free after a course of this treatment, and 9 were improved. One patient, who had been completely housebound and oppressed by feelings of depression for ten years, lost her symptoms and resumed a perfectly normal life. A controlled trial was instituted following these observations. Cases were allocated at random so that 50% received a course of thiopentone treatment, 25 % had placebo injections and 25% had psychotherapy. Before treatment each patient was graded for severity of central symptoms of depersonalization and phobias, peripheral symptoms such as tension and depression, and degree of incapacity. During follow-up, changes were graded by Professor Roth, who was unaware of the treatment given, and the patient also assessed her overall change. At each follow-up visit psychiatrist's and self-assessments were made on the scale Grade I (recovered or greatly improved); Grade II (improved); Grade III (unchanged).
To date, 44 patients have been followed up at one week and one month, and 28 at three months. At one week, improvement had occurred in a high proportion in all groups, with an excess Grade I improvement in the thiopentone group which did not reach statistical significance. At one month, a Grade I or II improvement by the psychiatrist's grading had occurred in 80% of the thiopentone-treated cases, compared with about 50 % in the control groups. Corresponding figures for self-assessment were 90% and 70% respectively. The excess of Grade 1 results in the thiopentone group, and the overall improvement in this group by self-assessment, reached significance at P 0 05. At three months, improvements in the thiopentone group were maintained, roughly 85 % being in Grades I and II compared with less than 50% in the control groups, by both assessments. These differences were significant at P 0 05. Complete recovery was rare and only one patient achieved the maximum status score at any follow-up assessment. But in many patients the symptoms became mild, fleeting and infrequent, the change had a qualitative stamp, and their lives were transformed by it. A
